Hysterectomy has been associated with metabolic change and cardiovascular risk for women after removing the uterus, but inconclusive. This large retrospective cohort study evaluated the hyperlipidemia risk for women with a hysterectomy and/or oophorectomy. From claims data of one million people in the National Health Insurance (NHI) database of Taiwan, we established a cohort consisting of 5887 women newly received a surgery of hysterectomy from 2000-2013, 563 women had a hysterectomy and a oophorectomy, and 556 women had a oophorectomy. From the claims data, 28024 women without any of the surgeries were identified to form the comparison cohort, frequency matched by birth year and surgery year of the women with hysterectomy. By the end of 2013, the incidence of hyperlipidemia was 1.3 times greater in women with a hysterectomy than in comparison women (3.43 vs. 2.65 per 100 person-years), with an adjusted hazard ratio (aHR) of 1.27 (95% CI = 1.19-1.35) for hysterectomy women after controlling for age, oophorectomy, hormone therapy and comorbidities. The incidence of hyperlipidemia increased to 4.93 per 100 person-years in women with both a hysterectomy and an oophorectomy. The relative risk of hyperlipidemia was higher for young women than the elderly women with the surgery. Women with comorbidity of obesity, hypertension or diabetes had a higher incidence of hyperlipidemia. In conclusion, the risk of developing hyperlipidemia could be elevated for women who had a hysterectomy and/or an oophorectomy. Women with hysterectomy should routinely monitor their metabolic status, particularly for young women and those with comorbidity of metabolic symptoms.
. In addition to genetic caused hyperlipidemia, disorders such as diabetes, alcohol consumption, and some medications may lead to metabolic disorders and the development of acquired hyperlipidemia 3, 4 . The National Cholesterol Education Panel's Adult Treatment Program III released in 2001 set the standard lipid levels, commonly used guideline for clinicians 3 . Hysterectomy is a surgery to remove the uterus, which is one of common gynecologic surgeries for women in both developed and developing areas 5, 6 . Hysterectomy is generally recommended for benign clinical indications, such as uterine leiomyoma, abnormal uterine bleeding and endometriosis, in addition to for reproductive cancers 7 . It has been a concern for the potential of leading to hormone changes after hysterectomy and increasing the risk of CVD and other comorbidities [8] [9] [10] . The Norwegian health study found women had an adjusted hazard ratio (aHR) of 1.92 (95% CI: 1.51-2.38) to develop CVD after a hysterectomy 10 .
Materials and Methods
Data source. The TNHI program covers more than 99% of the entire 23.4 million population of Taiwan. Data of registration files and medical claims for all beneficiaries can be linked through encrypted identification numbers in The National Health Insurance Research Database (NHIRD) (details available at: http://nhird.nhri.org. tw/en/index.htm). A sub-dataset of NHIRD containing 1 million people randomly selected from all beneficiaries was used in this study.
Diseases in the claims data were coded with the International Classification of Diseases, 9 th Revision, Clinical Modification (ICD-9-CM). The insurance system required the disease diagnosis with valid supporting clinical findings to prevent a medical fraud. This study was approved by the Research Ethics Committee, China Medical University and Hospital (IRB permits number: CMUH-104-REC2-115). Our research was performed in accordance with relevant guidelines/regulations. Study subjects. We established a hysterectomy related case group, including women who had received only a hysterectomy, both a hysterectomy and an oophorectomy, and only an oophorectomy from 2000 to 2013. Cases were defined by the procedure codes of 65.5, 65.6, 68.3-5, 68.9 7 and diagnoses codes of uterine myoma (ICD9 code: 218.9), adenomyosis (ICD9 code: 617.0), uterine prolapse (ICD9 code: 618), and ovarian tumor ICD9 code: 220. Women who had been diagnosed with hyperlipidemia (ICD9 code: 272) and/or cancer at baseline, or with cancer within 1 year after hysterectomy were excluded (Fig. 1) . Similar exclusion criteria were applied for establishing the comparison group, which was randomly selected from women without the history of hysterectomy and oophorectomy, with a sample size 4-fold of the case group, frequency matched by the year of birth and the year of surgery. The validity of hysterectomy and hyperlipidemia in the claims data of NHIRD has been reported in previous reports [5] [6] [7] . Women in both the hysterectomy case group and the comparison group were followed up until hyperlipidemia identified, death, withdrawal from the NHI program, or the end of 2013 codes: 401-405), were identified as related factors. We also included hormone therapy (ATC code: G03C, estrogens) before or after the baseline into account as a potential confounder. Women who received hormone therapy more than 30 days were considered as hormone therapy users.
Statistical analysis.
We applied Chi-square test to determine the differences of baseline characteristics for categorical variables and used Wilcoxon rank sum test to examined continuous variables between hysterectomy and comparison groups. Incidence of hyperlipidemia was estimated for both groups by the end of 2013. We used the Kaplan-Meier method to measure fractions free of hyperlipidemia during the follow-up period in two cohorts by the type of surgery, and used the Log-rank test to examine the difference. Incidence rates of hyperlipidemia, per 100 person-years, were calculated for women with only a hysterectomy, with both a hysterectomy and with only an oophorectomy, and for the comparison group, by age group (<45, 45-64 and ≥65 years), hormone therapy and comorbidities. Cox proportional hazards regression analysis was used to calculate each surgery group to the comparison group hazard ratio (HR) of hyperlipidemia and 95% confidence interval (CI). Adjusted hazard ratio (aHR) was estimated after controlling for covariates. All statistical analyses were performed using SAS software version 9.4 (SAS Institute INC., Carey, NC). A two-tailed p-value below 0.05 was considered as significant. Table 1 shows that near a half of study population were less than 45 years old with a mean age of 46.9 years. The baseline comorbidities were more prevalent in the hysterectomy case groups than in the comparison group. The prevalence rate of hormone therapy was also higher in the hysterectomy case groups than in comparisons.
Results
By the end of follow-up, the Kaplan-Meier analysis showed that the overall incident hyperlipidemia was 7.5% greater in the hysterectomy group than in the comparison group (p < 0.0001) (Fig. 2) . The incidence density rate of hyperlipidemia was near 1.3 times greater in the hysterectomy group than in the comparison group (3.43 vs. 2.65 per 100 person-years), with an adjusted HR of 1.27 (95% CI = 1.19-1.35) for the hysterectomy group after controlling for age, oophorectomy, hormone therapy and comorbidities ( Table 2 ). The hyperlipidemia incidence increased further for women had both hysterectomy and oophorectomy. The overall incident hyperlipidemia in women with oophorectomy alone was approximately similar to women with only hysterectomy. Those who had both a hysterectomy and an oophorectomy, and underwent hormone therapy, had an incidence of 5.40 per 100 person-years. The age stratified analysis showed that incidence rates of hyperlipidemia were higher in women aged 45-64 years than in youngers and the elderly. However, the age-specific surgery group to comparison group HRs were the highest in the young women for the three types of surgery. Obesity, hypertension and diabetes at the baseline were also associated with the elevated incidence of hyperlipidemia after the surgeries.
Discussion
Our study population encompassed mainly middle-aged women with a mean age of 46 years, which indicates that hysterectomy is a surgery prevalent in women in the middle ages instead of in the elderly. After a median follow-up time of 6.0 years, approximately one fifth of women with the hysterectomy developed hyperlipidemia. The risk of hyperlipidemia initiates in young women and reaches a peak in their 45-64 years.
Several cohort studies have reported the relationship between hysterectomy and risk of developing hyperlipidemia 8, [12] [13] [14] . An Iran study found increased levels of triglyceride, total cholesterol and low density cholesterol in 31 women six months after their hysterectomy and bilateral salpingo-oophorectomy 14 . By comparing women with natural and surgical menopause, hysterectomy women may experience increased low-density lipoprotein and reduced high density cholesterol 12, 13 . These findings are all fragmental and can not make a conclusion.
Comparison group Case groups Hysterectomy only Hysterectomy + Oophorectomy Oophorectomy only p-value cases vs. controls (n = 28024) (n = 7006) (n = 5887) (n = 563) (n = 556) The Women's Health Initiative Observational Study, a very large cohort study of white, black, Hispanic, and American Indian women in the USA, has shown that the increased cardiovascular disease risk in women with a hysterectomy is likely associated with baseline comorbidities 8 . In our study, the baseline comorbidities were more prevalent in the hysterectomy cohort than in the comparison cohort. The baseline hypertension and diabetes are associated with a further increase in hyperlipidemia, near 2-fold greater than women without these comorbidity.
After following-up 3,302 pre-menopausal women for 11 years, the Study of Women's Health across the Nation revealed that levels of high density lipoprotein cholesterol, low density lipoprotein cholesterol and apolipoprotein B were similar for those with natural menopause and hysterectomy women with or without ovarian conservation over time 15 . The sample size of women with a hysterectomy (n = 183) in the Study may not be enough to observe significant difference 15 . The CARDIA Study followed up 1,045 young women ages 15-30 for 25 years, after their hysterectomy or natural menopause, and found a small increase in high-density lipoprotein cholesterol from their baseline values 16 . On the other hand, our study showed an increased incident hyperlipidemia in women post hysterectomy. The population size and ethnic characteristics of this nationwide cohort study in Taiwan were different from previous studies. Race-specific factors may have an impact on the lipid and lipoprotein changes characteristic of menopause and hormonal statuses 17 . In addition, our follow-up study included women of younger ages, when the decline in ovarian hormones would be less prominent. The incidence of hyperlipidemia in women of <45 years old was near 1.6 folds greater in those with a hysterectomy than in comparisons. The relative impact of hysterectomy on the hyperlipidemia risk is stronger in young women than in the elderly women.
Our study showed that hysterectomy alone or oophorectomy alone was associated with approximately 1.3-fold greater risk of developing hyperlipidemia than comparison women. Women with both hysterectomy and oophorectomy had an incidence of hyperlipidemia increased to 4.93 per 100 person-years, near 1.9-fold greater than comparison women. Age, hysterectomy alone, and the effect of bilateral oophorectomy are factors to be considered for the CVD risks. Hysterectomy without oophorectomy has been shown to interfere ovarian blood flow, resulting in premature ovarian failure and hormone-related effects on the vascular bed 18 . Alternatively, a bilateral oophorectomy can result in an abrupt fall in circulating estrogens and testosterone levels to cause menopause immediately 19 and accelerate the increase in lipids and lipoproteins levels 20 . Hysterectomy and/or oophorectomy can cause a surgical menopause. Following the menopausal transition, the estradiol level declines and testosterone progressively dominates the hormonal level, affecting the lipid metabolism 15 . Studies have also reported that metabolic conditions lead to the possible occurrence of the indications for hysterectomy and surgical menopause 15, 16, 21, 22 . Adverse lipid levels tend to develop during and after menopause [23] [24] [25] . The Study of Women's Health Across the Nation showed changes of lipid peaked in the late phase of menopause 25 . Women who have hysterectomy tend to reach physiological menopause earlier than women who do not have the surgery 26, 27 . The average menopause age in Taiwan is 49.5 years 28 . The oophorectomy and comorbidity status may affect hormone and other disorders. A recent US cohort study with 113679 hysterectomy women found a greater hazard of mortality in those who had bilateral ovarian removed 29 . In our study, the hormone therapy status was adjusted in the data analysis.
Strengths and Limitations of the Study.
The novelty of this research lies in the population based assessment. This study composed of a large size of study population after a median follow-up period of 6 years containing all events of hysterectomy for benign diseases. This population based data could minimize selection bias. Our study also adjusts for some independent variables, such as diabetes and hypertension, known to influence the risk of CVD. Moreover, our data are representative for the general population and the comparison group is drawn from the same population by collected data from nationwide healthcare registers. The potential limitation in the study is that hysterectomy women were more prevalent with comorbidities and thus were less healthy than general female population. In our baseline data, among 8942 women underwent hysterectomy, 1879 women (21.0%) had the history of hyperlipidemia and were excluded from the study. The baseline prevalence of hyperlipidemia was 1.27-fold greater in women with hysterectomy than in women without hysterectomy (16.6%) (data not shown). The baseline prevalence ratio was approximately similar to the hysterectomy cohort to the comparison cohort ratio of the newly developed incident hyperlipidemia (3.43 to 2.65 per 100 person-years, or 1.29). It is possible that hyperlipidemia appeared after the hysterectomy in this case would be a mere continuation of these underlying metabolic derangement rather than a result of the hysterectomy.
The other limitation was the potential misclassification in establishing study cohorts. We used hysterectomy procedure codes to identify the hysterectomy group. However, our further data analysis revealed that approximately 30% of women identified from the procedure codes lack of the diagnosis code. These women were thus mistakenly excluded from this study. Otherwise, this study should be highly reliable because the claims data have been peer reviewed by specialists. Women living in Taiwan are relatively homogenous, which may increase the internal validity and reliability to the findings. But, the ability to generalize our findings to other population is unknown. We were also unable to trace the surgical history before 1996.
Conclusion
We concluded that women with a hysterectomy are at an elevated risk of hyperlipidemia compared to women of the same age without the surgery. The risk is increased further for those who have both a hysterectomy and an oophorectomy. Hysterectomy is indicated for a variety of benign disorders, providing reproductive and perimenopausal women with a definitive surgical solution to gynecological disorders. Women with these surgeries should be aware of the potential risk of developing hyperlipidemia. Oophorectomy could play another important role and future research that focuses on the oophorectomy status should be conducted. 
